FIG.1 

Mature Human GDNF 

TCA CCA GAT AAA CAA ATG GCA GTG CTT CCT AGA AGA GAG CGG AAT 
Ser Pro Asp Lys Gin Met Ala Val Leu Pro Arg Arg Glu Arg Asn 

5 10 15 

CGG CAG GCT GCA GCT GCC AAC CCA GAG AAT TCC AGA GGA AAA GGT 
Arg Gin Ala Ala Ala Ala Asn Pro Glu Asn Ser Arg Gly Lys Gly 

20 25 30 

CGG AGA GGC CAG AGG GGC AAA AAC CGG GGT TGT GTC TTA ACT GCA 
Arg Arg Gly Gin Arg Gly Lys Asn Arg Gly Cys Val Leu Thr Ala 

35 40 45 

ATA CAT TTA AAT GTC ACT GAC TTG GGT CTG GGC TAT GAA ACC AAG 
He His Leu Asn Val Thr Asp Leu Gly Leu Gly Tyr Glu Thr Lys 

5 0 55 60 

GAG GAA CTG ATT TTT AGG TAC TGC AGC GGC TCT TGC GAT GCA GCT 
Glu Glu Leu He Phe Arg Tyr Cys Ser Gly Ser Cys Asp Ala Ala 

,65 70 75 

GAG ACA ACG TAC GAC AAA ATA TTG AAA AAC TTA TCC AGA AAT AGA 
Glu Thr Thr Tyr Asp Lys He Leu Lys Asn Leu Ser Arg Asn Arg 

80 85 90 

AGG CTG GTG AGT GAC AAA GTA GGG CAG GCA TGT TGC AGA CCC ATC 
Arg Leu Val Ser Asp Lys Val Gly Gin Ala Cys Cys Arg Pro He 

9 5 100 105 

GCC TTT GAT GAT GAC CTG TCG TTT TTA GAT GAT AAC CTG GTT TAC 
Ala Phe Asp Asp Asp Leu Ser Phe Leu Asp Asp Asn Leu Val Tyr 

HO 115 120 

CAT ATT CTA AGA AAG CAT TCC GCT AAA AGG TGT GGA TGT ATC 
His He Leu Arg Lys His Ser Ala Lys Arg Cys Gly Cys He 

125 130 
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metGDNF Degenerate DNA Sequence 
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CATATGTCTCCGGATAAACAAATGGCTGTTCTTCCAC 
1 + + + + + + go 
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GTCGTGAACGTAACCGTCAGGCGGCCGCTGCTAACCCGGAGAATTCCCGTGGTAAAGGTC 
1 + + + + + + 12 o 
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GTCGTGGTCAGCGTGGTAAAAACCGGGGTTGCGTTCTGACCGCTATCCACCTGAACGTTA 
1 + + + + + + 180 
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CCGACCTGGGTCTCGGTTACGAAACCAAAGAAGAATTAATCTTCCGTTACTGCTCCGGTT 
1 + + + + + + 240 
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C CTGCGACGCTGC TG AAAC C AC GT AC G AC AAAATC C TG AAAAACC TGT C C CG T AAC CGTC 
241 + + + + + + 300 
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Vj GTCTGGTTTCCGACAAAGTTGGTCAAGCTTGCTGCCGTCCGATCGCTTTCGACGACGACC 

|3 301 + + + + + + 360 

TGTCCTTCCTGGACGACAACCTGGTTTACCACATCCTGCGTAAACACTCCGCTAAGCGTT 
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GCGGTTGCATCTAAGGATCC 
421 + + 440 
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metGDNF Degenerate DNA Sequence 
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CATATGAGCCCGGACAAACAG 
1 + + + + + + 6q 

MetSer 

ATGGCAGTACTTCCACGTCGTGAACGTAATCGCCAGGCAGCAGCTGCAAACCCGGAAAAC 

+ + 120 



1 + + + + 



TCCCGTGGTAAAGGTCGCCGTGGCCAGCGCGGCAAAAACCGTGGTTGTGTTCTGACTGCA 
1 + + ___ + + + + 180 
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ATCCACCTGAACGTTACTGACCTGGGTCTGGGCTACGAAACCAAAGAAGAACTGATCTTC 
1 + + + + + + 
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CGCTACTGCAGCGGCTCTTGCGACGCAGCTGAAACCACTTACGACAAAATCCTGAAAAAC 
+ + + + + + 
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CTGTCCCGTAACCGCCGTCTGGTAAGCGACAAAGTAGGTCAGGCATGCTGCCGTCCGATC 

+ + + + + + 36Q 
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GCATTCGACGATGACCTGAGCTTCCTGGATGACAACCTGGTTTACCACATCCTGCGTAAA 

+ + + + + + 42Q 
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CACTCCGCTAAACGCTGCGGTTGCATCTAAGGATCC 
+ + + 456 
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[Pro 2 3-Lys 37 AAsn 37 -Me 1 3 4 ] Truncated GDNF Protein 

ATGTCCCCAGAAAATTCTCGTGGTAAAGGTCGTCGTGGTCAGCGTGGTAATAACCGCGGT 

21 + + + + + + 80 

MSPENSRGKGRRGQRGNNRG 

TGCGTTCTGACCGCTATCCACCTGAACGTTACCGACCTGGGTCTCGGTTACGAAACCAAA 



)3 

^ CVLTAIHLNVTDLGLGYETK 



11 GAAGAATTAATCTTCCGTTACTGCTCCGGTTCCTGCGACGCTGCTGAAACCACGTACGAC 

iy i4i + + + + + + 200 

n EEL I FRYCSGSCD AAETTYD 



AAAATC C TG AAAAAC C TGTC C CGT AAC CGTCGTC TGGTTTCCGAC AAAGTTGGTC AAGC T 

201 + + + + + + 260 

KI LKNLSRNRRLVSDKVGQA 

TGCTGCCGTCCGATCGCTTTCGACGACGACCTGTCCTTCCTGGACGACAACCTGGTTTAC 

261 . — + + + + + + 320 

CCRPIAFDDDLSFLDDNLVY 

CACATCCTGCGTAAACACTCCGCTAAGCGTTGCGGTTGCATCTAA 

321 + + + + 

HI LRKHSAKRCGCI * 
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[Arg 32 -lle 134 ] Truncated GDNF Protein 



ATGCGTGGTCAACGTGGTAAAAACCGCGGTTGCGTTCTGACTGCAATCCACCTGAACGTT 

41 + + + + + + 100 

\j MRGQRGKNRGCVLTA I HLNV 

13 

^ ACTGACCTGGGTCTGGGCTACGAAACCAAAGAAGAACTGATCTTCCGCTACTGCAGCGGC 

\2 

101 + + + + + + 160 

^ TDLGLGYETKEELI FRYCSG 

O 

f± TC TTGCG ACGC AGC TG AAAC C AC TT ACG AC AAAAT C C TG AAAAAC C TGTC C CG T AAC C GC 

ji i6i + + + + + + 220 

|1 SCDAAETTYDKILKNLSRNR 

CGTCTGGTAAGCGACAAAGTAGGTCAGGCATGCTGCCGTCCGATCGCATTCGACGATGAC 

221 + + + + + + 280 

RLVSDKVGQACCRPIAFDDD 

CTGAGCTTCCTGGATGACAACCTGGTTTACCACATCCTGCGTAAACACTCCGCTAAACGC 

281 + + + + + + 340 

LSFLDDNLVYHILRKHSAKR 

TGCGGTTGCATCTAA 
341 + 355 

C G C I * 
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[Gly 33 -lle 134 ] Truncated GDNF Protein 



ATGGGTCAACGTGGTAAAAACCGTGGTTGTGTTCTGACTGCAATCCACCTGAACGTTACT 
41 + + + + + + 10Q 

^2 MGQRGKNRGCVLTAI HLNVT 

\J 

-ffk 
* 

G GACCTGGGTCTGGGCTACGAAACCAAAGAAGAACTGATCTTCCGCTACTGCAGCGGCTCT 

101 + + + + + + 160 

Q DLGLGYETKEELIFRYCSGS 

^3 TGC GAG GC AGC TG AAAC C AC T T AC G AC AAAATC C TGAAAAAC C TGT CC C GT AAC C G C CG T 

161 + + + + + + 220 

^ CDAAETTYDKI LKNLSRNRR 

CTGGTAAGCGACAAAGTAGGTCAGGCATGCTGCCGTCCGATCGCATTCGACGATGACCTG 

221 + + ■ + + + + 280 

LVSDKVGQACCRPIAFDDDL 



AGCTTCCTGGATGACAACCTGGTTTACCACATCCTGCGTAAACACTCCGCTAAACGCTGC 

281 + + + + + + 340 

SFLDDNLVYHI LRKHSAKRC 



GGTTGCATCTAA 
341 352 

G C I * 
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Comparison of Protein Sequences 

50 

GDNF MSPDKQMAVL PRRERNRQAA AANPENSRGK GRRGQRGKNR GCVLTAIHLN 

GDNF MRGQRGKNR GCVLTAIHLN 

GDNF MGQRGKNR GCVLTAIHLN 

GDN p MSPENSRGK GRRGQRGNNR GCVLTAIHLN 

51 100 
GDNF VTDLGLGYET KEELIFRYCS GSCDAAETTY DKILKNLSRN RRLVSDKVGQ 
GDNF VTDLGLGYET KEELIFRYCS GSCDAAETTY DKILKNLSRN RRLVSDKVGQ 
GDNF VTDLGLGYET KEELIFRYCS GSCDAAETTY DKILKNLSRN RRLVSDKVGQ 
GDNF VTDLGLGYET KEELIFRYCS GSCDAAETTY DKILKNLSRN RRLVSDKVGQ 

101 135 
GDNF ACCRPIAFDD DLSFLDDNLV YHILRKHSAK RCGCI 
GDNF ACCRPIAFDD DLSFLDDNLV YHILRKHSAK RCGCI 
GDNF ACCRPIAFDD DLSFLDDNLV YHILRKHSAK RCGCI 
GDNF ACCRPIAFDD DLSFLDDNLV YHILRKHSAK RCGCI 



